The clinical course of Fabry disease is usually characterised by acroparesthesia and angiokeratoma in childhood and by vascular disease of the brain, heart and kidneys in the second to fifth decades of life. However, several cases of atypical variants of Fabry disease with milder manifestations have been described.' Among these the cardiac variants are characterised by cardiomyopathy and mild proteinuria.
Fabry disease is caused by deficiency of the lysosomal enzyme ca-galactosidase A (ct-gal A). were also affected. The proband's brother and mother had both died of heart disease at the age of 42 and 62 years, respectively and other cardiac disorders were present in more distant relatives.
The aim of the present paper is to describe the utility of paraffin wax embedded tissues for the postmortem diagnosis of Fabry disease and to report a second case of the atypical form in this family.
Methods

PATIENTS
The proband, III:2 (arrow; fig 1) , underwent a routine examination at the age of 52 years which showed proteinuria, albuminuria and haematuria. A kidney biopsy specimen was suggestive of Fabry disease as many foamy cells were observed. PCR-SSCP analysis of DNA from formalin fixed, paraffin wax embedded tissue of the proband's brother, III:3, revealed a pattern identical with that of the proband (fig 2) . The brother developed cardiac symptoms at the age of 36 years. He had no signs of classic Fabry disease, but because he had an identical mutation in the a-gal A gene, we surmise that he also had the variant form of Fabry disease.
The detection of the mutation in the proband's brother ruled out the possibility of a de novo mutation in the proband and suggested that their mother was an obligate heterozygote. This, however, could not be confirmed by DNA analysis because no necropsy material from the mother was available.
The mother, II:1, had two sisters who are possible heterozygotes and, if so, may have passed the mutation to their progeny. A son, III:8, of one of the sisters died of cardiac disease at the age of 57 years. Paraffin wax embedded tissue was available from him and from the third sister, II:3. A normal exon 6 SSCP pattern was found in both subjects, and therefore they did not have the mutation present in their relatives (fig 2) . However, there is still a possibility that II:6, and therefore III: 10, are carriers of Fabry disease.
As patients with variant (cardiac) Fabry disease present mainly with cardiac symptoms resulting from cardiomyopathy, and because these patients have none or a mild form of the renal symptoms characteristic of the classic form of the disease, the correct diagnosis may be missed. The variant form is rare but may account for a few of the numerous cases of cardiac disease in men and should be considered when several cases of cardiac disease occur within a single family. In the field of human genetics, every disorder studied at the molecular level requires nucleotide sequence determination. The information obtained from mutation analysis is often essential for understanding the structure and function of the proteins encoded by the genes under study. Identification of mutation(s) in a particular gene, which consistently segregates with the disease phenotype in pedigrees, provides proof that a given candidate gene is really the 'disease' gene in a specific inherited condition. The accuracy of mutation analysis is especially important for prenatal diagnosis where the continuation of a pregnancy may be dependent on the results of the molecular assay.
The dideoxy chain terminator DNA sequencing method is the most popular procedure because of its practical simplicity. 
